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SURJECT 241-EUP-RNR; Arsenal; New herticide for use on ron-
cropland. <Caswell 4ZZIG, Accession #: 252004«  {Adcendum}

TO: Rober- Teylor, (PM#2 . -
Registra+ion Division (TS-767C) , LA
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FROM: wWilliam Zyks*ra, Ph.D. -7/
Toxicology Branch ’
Hazard Evaluation Division (TS-76°C)
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REQUESTED ACTION:

Review of data and label for support of EUP program.
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The EUP nrooranm can De toxicclogiczlly simreortad. Data submitted in s
ragues= and wwo tarz*clocy studies (rat and rabbi+t) received in EFR Rec. No.
240-£7C nave been rewiswed. The *era‘olcoy studies mresent no evidence of
unacceptacle heal*h hazards resul-ing from the recuested use uncer the
described condition. A camplete review of <he Teratogenicity studies will
accarpany *he response o the recis*traticon regues*.

1. Arsenzl Nomenclature, as sv=*ad in “he repor+.

"ARSEYAL herkbicide has been identified by varicus designations
durirc *he period in which evaluaticn data included in +his applica+ion
have Deen accurmila+ed.”

"The active ircredient contained in APSTAL herticide has teen
desicrated as T 243,997 and AC 243,3297. The chemical identizy of +th
active imgredient is 2-{4-isopropyvl—4-methyl-5-oxc-2-inidazolin-2-yl1)
nicc%inic acid (IUPAC) and 2-[4,5—dihydro-4-methyl-4-{l-methylethyl)-5-
oxo-1H-imidazel-2-y1l-3-pyridine-carbcxyvlic acid (CAj."

PESTICIDES AND TOXIC SUBSTANCES
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"The active ingredient is Zormulated as <~he monoisopropylamine
salt and the code numbers CL 252,925 and AC 252,925 zare the
designa+tions for +he ARSENAL herbicide formulation. The
chemical iden+tity is 2-(4-isopropyl-4-methyl-3-oxc-2-
imidazolin-2-vl) nicotinic acid with iscpropylamine {1:1)
(1GPAC) and 2—[4,5—dihydro—4-methy174—(l—zeﬁ%ylethyl)-s-oxa-
1H-imidazol-2-vl]-3-pyridinecarboxylic acid with 2-propananine
(T:1) (ca)."

Toxicity Da+a Report (American Cyanamid Repor* £283-24,

7/19/83) ~ CacwsH = CcZTF

I. Test Material: AC 243,997; sample # B3-62; purity, 93%;
Technical Chemicz2l Siructure
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a. Rat 0Oral LPlgg
one group of five male and five ZIemale Sprague-Dawley
3 dcsed orally with a

rats were fasted Zor 18 hours a=
20% W/V ccrn oil Zdispersion a%t =
Observations were ifor 1% davys.

rate of 5CC0 mg,/x3 BWw.

Results: XNc Zea+ths - LIz > 5020 =z kg ‘both ssxes)
Toxic Sizns: None okbserved.

Body Weich+: Survivors gained weig=h=.

-

Yecrorsy: No visikble lasicns.

Toxiciixy Cazegorv IIZ: Cauticn.

Classificaticn Core Minimum Cata.

b. PDermal L1555 in Radbit
cne grcup of five male and 5 female XNIZIW rabZits
received dermally a dose of 20CT mg/xg cn shaved
skir unéder an imprevious cuff for 24 hours.
Observa+tion was for 14 Zays.
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Results: No deaths - LDgg > 2000 mg/kg (both sexes)

Toxic Signs: None observed.

Body Weight: Survivors gaired weight.

Necropsy: Lungs-hemorrhagic in 4/10; Ki8ney-congested in
1/10; No visible lesions in 5/10.

Toxicity Category III: Caution.

Classificaticn: Core Minimum Cata.

c. FPrimary eye irritation in Rabbi<s

crne group of nine NZW rabbics were used in the study.
100 mg of the test material, as received, was instilled
into the conjunctival sac of the right eye, the left
eye served as a control. AZfter instilliation the lids
were held together for 5 seconds and the first 6
animals were returned to their cages. The eyes ci the
remaining 3 rabbits were flushed with approximately
200 ml of tap water after being expcsed to the test
material for 20 seconds. At the end of the 24 hcur
exposure period the treated eyes were ¥insed with tap
water and examined for irritaticn with the 2id of
witraviclet licht ané fluorescin. The arnimals were
examined urtil the irriation, if any, had subsideZd.
Scoring was done using the Draize scale for =measuring
eye irritation .

Zesul*s: Unwashed eyes - No corneal o

tis.
junctivitis in 3/3 at 24 hours wich disappeared at
72 Tours.

pacity or irti

Corneal opacity in 4/6 at 24 hours which were
reversible at 72 hours. No iritis. CJonijunctivitis
in 6/6 at 72 hours wnich were reversible by day 7.

Toxicity Category III: Caution.

Classification: Ccre Minimum Data.

o
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d. Primary skin irritation study in Rabbits:

One group of six rabbits each received 0.5 grams/*est
site on abraded and intact skin under an imprevicus
cuff for 24 hours. Test sites were scored at 24 and
72 hours according to Draize. ’

Results: No edema; erythema in 2/6 abradeé +ast sites a%t 24
hours which cleared at 72 hours.

P.I. = 0.083.

Toxicity Category 1IV: Caution.

Classification: Core Maunimum Data.

II. Test Material: AC 252,925 Arsenal formulation; sample 283-87:
8/2s5/83.

a. Ra% Oral LDsg
one grcup of five male and 5 female Sprague-Dawley
rats, fas+ted for 18 hours, were orally dosed with a
20% W/V Sispersion at a rate of 5000 mg/kg 3W.

Results: One ma—e ra< died - Ligg > 50C0 m=g/xg (bozh sexss).

Toxic Signs: Norne observed.

eight: Survivors gained weight*.

Necropsv: No visible lesions in any of %the Survivoers.
Conges=ion of liver, kxidney and intestinal “ra
and hamorrhagic lungs were observed in x=ale t
died.

Classificaticn: Core Minimum Da*ta.
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b. CLCermal LDgg in Rabbits

Orre group of five male and 5 female NZW rabbits were
each dermally dosed with 2148 mg/kg BW under an
impervious cuff on shaved intail skin frr 24 hours.
Ctservation was for 14 days.

Results: One male rabbi+ died - LDsg > 2148 mg/«g

Toxic Sicns: None observed.

Body Weicgh%: ‘Survivors ¢lined weicht.

Necropsy: CDecedent - lungs - pneumcnic areas.

Survivers: Liver-mottled and pale 1/9; lung - modera:e
congestion 1/9; no visible lesions 7/9.

Toxici+ty Ca+egory III: Caution.

c. TFrimary Skin Irritation Study in Rabbits.

Or2 group of six NIW rabbi<ts received dermally
0.5 ml/test site on the shaved in*tact and abraded
s
=
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xin for 24 hours under an impervious cuff.
waluaticn was at 24 anéd 72 hours after expcsure.
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Resul+ts: ed sites and ery+<hema

Cch skin
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P.I. = 1.29
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Classifica

Toxicity Category IV: Caution
-~ -
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d. Frimary Eve Irri+ta%tion Study in Rabbits

6.1 mlL of *he “es* ma+erial, as received, was ins<%illed
in<o coniunctival sac of the right eye, the lef®
- o

eve served as a contrcl. AZter instillation the
13 3s were held together for 5 seccnds and the firs<%
6 animals were returned *o their cages. The eyes
of *he remaining 3 rabbits were flushed with apprcoxi-
ma<ely 200 ml of *ap wa*ter after being exposed *o
+re +test material for 20 seccnds. At the end of
~ne 24 hour exposure period “he %“reated eyes were
insed with *ap water and examined for irritatiocn
wi+<h the aid of ultraviole+ lich% and fluorescin.
—-e animals were examined un%il the irritation,
1% any, had subsided. Scoring was done using the
Craize scale.
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s: Rinsed a+* 20 seconds:

o

Resul

Conjunctivitis in 3/3 a% 24 hours, 1/3--a+ 48 hours
and no irritation at 72 hours.

Eve rinsed at 24 hours:

Corneal ccacity in 2/6 at 24 hburs {one animal with
corneal opacity a% 4 days died by day 7) no iritis;
conjunctivi+is 6/6 at 24 hours; and 0/6 a+ day 7.

Toxicity Category IV: Caution.

Classifica+*ion: Core Minimum Data.

Acu*te inhalation *tcxicity of AC 243,997 (*technical) in
Spracue-Dawley rats (FDRL S=zudy # 7624: 9/1/83).

Tes+ Material: AC 243,997 {(%echnical), 93% puri=y.

Ccne group of 10 male and 10 female Sprague-
Cawley rats were expcsed for 4 hours to an
aercsol at a level of 5.1 wg/L, (nominal
concentration; 1.3 mg/L, gravimetric
concen=raticn). bservation was Ior 14 dayvs.

1= > 5 {nominal)

o/ L
LC3g > 1.3 mg/L (gravime*ric)

-

Tcxic Signs: nasal discharge on day 1

Body weicht: Survivors cained weigh<

Necroosy: NO Cbservaible lLesions.

Toxici+ty Ca*tegory III: Cau=ion.

Classifica*ion: cre Minimum Da*a.
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Acute inhala*ticn toxicity of AC 252,-925 (Arsenak formulation)
in Sprague-Dawley rats (FDRL Study # 7607:; 9/1/83).

mast Material: AC 252/925 (Arsenal formulation).

One croup of ten male and ten fermale Sprague-
Dawlev rats were expcsed to an aerosol of
+est material at a nominal concentration of
5.0 mg/L (gravimetric concentration 0.2 mg/L)
for four hours. Cbservation was for 14 days.

Results: No céeaths

LCsg > 5.0 mg/L (nominal)
LCsg > 0.2 mg/L (gravime+ric)

Toxic Sicns: Yo compound-related eifects.

3odv wWeich%: Sarvivers cained weight.

Necropsy: No zTcss lLasions.

Toxicity Catecczy III: Caution.

Classifica*ticn: Core Minimum Daxa.
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Evaluation of the sensi«ization poten¥ial of AC 243,997
technical; (TPS S-udy #: 186A-201-231-83; 7/20/83) Lo+ No.
AC 4361-97; 93% purity.

A dose rance study was conduc+ed using one guinea pig per
level a% 25, 50, 75 ané 100% *“est material in 0.9% saline
%0 determine the primary irri%aticn effect of the *es<t
material.

The results shcwed that a level of 100% of test ma%*erial
(0.30 grams) could te used jin ~he main study withou* any
ery=hema or edema presen%. In “he main study, three croups
of 10 guinea pigcs were used. <The control group only received
the challenge *tes* material dcse. The positive control

Group received 0.3 gram of DNC3 on. the shaved back once a
week Ior three weeks for 6 hours per application under an
impervious cuff,

The tes%t ma%terial *reated group of 10 guinea pigs each

received G.3 ml (0.3 gram) of =-es-+ ma+terial on the shaved
cack once a week for three weexs for & hours per applicat+tion
unde2r an impervicus cufs

- -
ey

“wern~y~four and 43 hours after each acplication, *he sites
were exanmined for erythema and adena.

TWO weeKs after %he ‘as< induc=ion zpplication, all arimals
received a challence {0.3 grazs) apzlication of their
T2szective compounds.
fes 1s: The positive control Suinea pics exhibi+ed ery+-hen
and edema during their induc+ion phase and challence
fhase which demonstrz<es 4“ha+« + . skin sersi<iza+izn
>ctential cf <he *es= Mad ta2en acheived.
-0 erythama ur elema was ctsarved in any cf <he
animals with %2st ma=-esrial si‘es éuriag the induction
Fhase ané at challerce. This finding Jdemons%ra+es
=ha<t the %es* ma%terizl was nc% a skin zensitizaticn
écent. The ccntrol zroup sheowed ne erythema or
zcema a+< <he challence dcse.
Conclusions: AC 243,997 was nc= a skip senisizsr in +=nis stuedy.
Classifica=ion: Core Mimimum “z<a.




006998

Evaluation of the Sensitization potential of AC 252,925 :in
guinea pigs (TPS Study # 187A-201-231-82; 7/29/83.

Test Material: AC 252,925 (Arsenal formulation; Lot 2 AC
4396-77; a greenish brown liguid}.

A pilot study to determine doses for the main study was
conducted on one guinea pig per level using 25, 30, 73 and
100% test material in 0.9% saline to detexrmine the primary
irritation effect of the test material.

The results of the pilot study shcwed that a level of 10C%

£ test material could be used in the main study without any
erythema or edema rresent.

In the main study, three groups of 10 cuinea pics were used.
The control grcup conly received the challenge dcse of tnest
material. The positive control grcup received 0.3 gram of
ONCB on the shaved back once a week for three weeks for &
hours per application under an impervious cuff.

The tes*®t material ire

raated group of 10 guizea pics each

raceived 0.3 ml (0.3 gram) of test material on %the shaved
tack once a weekx for three weeks for 6 hcurs per applicaticn
under an impérvisous culf.
~~enty-£four anéd 43 hours 2a2fter each application, the sit=ss
were exanined Zor ery=hema and edenma.
Tws-w22ks aiter the last induction epplicz+ion, all animals
received a challence application cf their respective ccorrounds.
fesul%s: The positive ccntrol cuinea gigs axnhilki

and =<emz during the induction zhase an

chase which showed that the skin sensi=

poten=ial of “he test had been zacheivel.

Yo ervythema cr odema was observed in any of =zhe

animals with test material sites during the induc+ion

phase ané at challenge.

This Zinding demcnsirates that The %est ma+terial

was rnct 2 sxin sentilzaticn acsn=. The control group

showel no erythema cor edema a% =~he challenge dcse.
Ccnclusion: AC 252-9235 was not a skin senmsitizer in this

s=ady




